A case of progeria with nanism and congenital cataracts was observed in a five-year-old boy. Progeria with nanism and cataract is not unusual in Werner's syndrome of the adult, but the association of cataracts is a rare condition as a congenital defect. The child was born prematurely and at birth weighed 1,366 gm. His growth was retarded. The cataract of the left eye disappeared spontaneously when he reached the age of 3 years. He was mentally retarded but even at the age of 3 had an unusual talent for music. Methyl testosterone 10 mg. was given in daily doses which resulted in an increase of 17.8 cm. in height and 5 kg. in weight within a period of eight months.
Disseminated Pulmonary Calcification
By ROBERT H. HIGH HENRY B. SWERLING and MICHAEL L. FURCOLOW (Abstracted from Public Health Reports, Vol. 62, No. 1 3rd January, 1947, p. 20) During the roentgenological survey of various population groups, scattered calcifications in the pulmonary parenchyma have been detected. Some of the army recruits in U.S.A. have been rejected on this score.
Hitherto such areas of calcification were considered to be due to healed hsematogenous foci of tuberculosis. X-ray studies of groups in the general population have shown distinct geographical differences in the distribution of pulmonary calcification. Further pulmonary calcification has been found frequently in tuberculin negative individuals. But during the last two years a number of papers has appeared in the U.S.A. (US. Public Health Reports, volumes 60-62) which suggest a mycotic etiology for a large proportion of these cases.
Immunological reactions have been tried with histoplasmin, blastomycin, coccidioidin and haplosporangin-A dependable technique has been evolved by Emmons, et sterile broth filtrate of a 5-7 months' culture ot H. capsulatum. 0.1 c.c. of a 1/1,000 dilution of the filtrate is given intradermically and the result read after 48 hours, indurations of a diameter of 5 mm. and above being considered as positive.
Histoplasmin and tuberculin tests, in addition to chest skiagraphy, have been carried out on different population groups in different parts of the United States. For the benefit of our readers we shall try to give a summary of some of the findings.
These calcifications are more commonly found in the central eastern region, particularly in and near Kansas city. The histoplasmin rate was found to be much higher than tuberculin rates, the whites showing a higher rate than Negroes. In a group of Kansas school children, 12.7 per cent showed definite or probable pulmonary calcification. Among those positive to both histoplasmin and tuberculin, 23.8 per cent showed calcification. Among those positive to histoplasmin but negative to tuberculin, 26.4 per cent; and among those negative to histoplasmin but positive to tuberculin, 11.4 per cent. In the group who were negative to both histoplasmin and tuberculin only 2.6 per cent had calcification. The rate of calcification rises from 4 per cent in the age group 4-6 years to 18 per cent in the age group 16-18 years. In another series Recent Advances in Rh Testing By SOL HABERMAN and JOSEPH M. HILL (Abstracted from the International Medical Digest, Vol. 49, No. 5, November 1946, p. 260) If a potent antiserum of the proper specificity is available the detection of the Rh antigen is a relatively simple procedure. In a series of 1,000 comparative tests between the test tube method and the capillary method of typing, the Chown capillary test showed the same specificity and a greater sensitivity than the tube method.
The anti-human globulin serum is an important serological adjunct to the investigation of iso-immunization whether by pregnancy or transfusion. When the ^complete or blocking antibody is adsorbed on Rh Positive erythrocytes, no observable agglutination ?ccurs but the cells are coated with the anti-Rh globulin. The action of this serum is to develop an observable agglutination where the specifically adsorbed antibodies fail to do so. Because of the analogy to the photographic development of a visible image, the Writers have suggested that the term ' developing serum' be applied to the anti-human globulin serum.
The following methods for Rh testing are described : Test for agglutinins.?A 2 per cent suspension of a suitable 0 Rh positive cell is prepared. One drop of these erythrocytes is mixed with 1 drop of patient's serum in a tube. The tube is placed in a 37?C. water bath for 1 hour. After incubation, the tube is then centrifuged lightly for 1 minute. The tube is lightly agitated and observed under the lower power of the microscope. If Developing test on patient's serum.?One drop of the serum to be tested is mixed with 1 drop of a 2 per cent suspension of type O Rh positive erythrocytes in a Kahn type tube. This is incubated as before. If no clumping is observed the cells are washed three times. One drop of developing serum is added to the sedimented cells after the saline has been removed. The cells are suspended and incubated for 1 hour at 37?C. The tube is then centrifuged and observed for clumping. Agglutination indicates the presence of absorbed immune globulin.
Developing test on erythrocytes.?The erythrocytes of cord blood are suspended in saline solution and washed three times and made up as a 2 per cent suspension. One drop of the suspension is added to 1 drop of developing serum in a tube-and incubated at 3^ C. for 1 hour, centrifuged and observed for agglutination. Clumping of the erythrocytes indicates that antibodies had been adsorbed in vivo.
Studies were made on the serum of 5 mothers who had given birth to children having erythroblastosis. In case 1 the agglutinating titre of the maternal serum was very weak and no blocking antibody was demonstrated. However, the developing test showed a titre of 1 : 64. The cord cells showed a 4+ reaction. In case 2 no agglutinins were found but a blocking titre of 1 :2 was present. The developing titre was 1 : 16. The cord cells were not available because the case was referred from another hospital. In case 3 the mother of a hydrops foetalis showed only 1 : 2 agglutinating and 1 :32 blocking titre in the serum.
When the developing test was used her serum showed a titre of 1 :2,048. In case 4 the agglutinating and developing titres were equal (1 : 12S) but no blocking antibody was observed. The cord cells showed a 4+ reaction. In case 5 a very weak agglutinin in the undiluted maternal serum was found, but no blocking was observed. The developing titre was 1 : 64. In this case the cord cells gave a 3-j-reaction. In all the cases presented the developing titre equalled or exceeded the agglutinating or blocking titres.
The developing test was applied routinely on all deliveries, and in a period of 62 consecutive days, 424 cord bloods were studied. There were four cases of erythroblastosis, 15 still births, and 1 case of atelectasis. The case of atelectasis is of interest in that the child's blood showed 50 erythroblasts and 20 normoblasts per 100 white blood cells, thus showing one of the laboratory findings associated with erythroblastosis foetalis but due to another cause, e.g. oxygen want. The developing test on cord red blood cells was positive in all the cases with erythroblastosis and negative in the remaining cases of the series. Improvement was observed under the three-hour 'schedule but more rapid results were obtained under a half-hour schedule. Loss of photophobia and lacrimation was noticed in twenty-four to forty-eight hours. Improvement in vision was usually evident on the third day. Beginning shrinking and retraction of vessels of the pannus was definite on the fifth to the seventh day, with accompanying slower clearing of the grey corneal pannus infiltrate. Rapid healing of complicating corneal erosions and ulcers was the most spectacular improvement. The effect is not superior or more rapid than that obtained with sulfanilamide therapy, but penicillin may offer a solution in the treatment of sulfanilamide resistant or sensitive cases.
Siderocytes in Mammalian Blood
Proc. Roy. Soc., Ser. B. 194f), 7th August, y. 133, No. 872, 7 figs. (21 refs.) (Abstracted from Tropical Diseases Bulletin, Vol. 43, No. 12, December 1940 , p. 1164 '1. The siderocyte appeared in large numbers in stored blood and in blood that has been; treated with certain chemical agents, e.g. phenylhydrazine.
2. Apparently all erythrocytes went through a stage as a siderocyte, but the granules were extruded, leaving [May, 1947 a cell which was morphologically indistinguishable from a pre-siderocyte erythrocyte.
3. As siderocytes have now been demonstrated in mouse, rat and man (Gruneberg, 1941a, b) ; in guinea-j1^' ,?rse and rabbit (Granick, 1943) and in cat and dog (Case, 1943) , the cell is probably to be found in all mammals. 4. After an erythrocyte had become a siderocyte it became susceptible of phagocytosis, and was removed from the circulation in the intact animal.
5. The stainable non-hsematin iron was derived from a special fraction of the haemoglobin. Therefore, the iron should be regarded as catabolic, and closely associated with, if not identical with, the E.S.I. described by other workers. 6. The siderocyte is probably the source of the urinary siderotic granules described by Rous (1918 Colloid osmotic pressure.?The annotation suggested that the osmotic pressure of prepared calf plasma (P.C.P.) is less than that of human plasma. With this Mr. Edwards agreed, while Mr. Hughes thought that heating will increase the osmotic pressure.
Through lack of suitable apparatus the writer had been unable to follow the changes in osmotic pressure during the preparation of P.C.P.: clinically P.C.P. seemed to exert sufficient osmotic pressure to remain within the vessels, and _ its administration in hypoproteinsemic (Edema is followed by diuresis. Without doubting Mr. Edwards' statement that plasma treated by his method and heated to 100?C. loses its osmotic pressure, the writer suggested that his method differed from Mr. Edwards in the amounts of formol and ammonia added, and it would be interesting if Mr. Edwards' experiments were repeated using the writer's method of preparation.
Antigenic properties.?From Mr. Edwards' letter and paper, heating to 100?C. appeared unnecessary, ^smce agglutinins and hsemolysins were inactivated at 72?C. Rome antigenic properties were retained after heating at this temperature. With formolized calf serum heated only at 72?C. it was possible to induce fatal anaphylactic shock in guinea-pigs, and to bring about anaphylactic reactions in man. Mr. Edwards did not report any anaphylactic accidents probably due to the fact that few of his patients received more than one transfusion of his bovine serum. Had he been treating patients requiring repeated transfusions at intervals of 5 to 7 days, he might have observed typical anaphylactic crises, and obtained positive Prausnitz-Kustner tests.
The writer was certain that, while hypersensitiveness to repeated injections of bovine plasma heated only to 72?C. is frequent, more than 1,000 ampoules of P.C.P., many of them given at intervals to the same patients, had never produced a reaction of an undoubtedly anaphylactic nature : one reaction encountered was due to sensitiveness to formol. He thus feels justified in stating that P.C.P. is not antigenic.
i . Fate of P.C.P.?The fate of P.C.P. in the body is not known. Occasionally slight albuminuria (sulphosalicylic acid test), lasting a few days, had been seen after its administration. It is# considered probable that most of it was metabolized in the body.
Toxicity.?Mr. Hughes added to the criterion nontoxic ' a further criterion, the absence of the syndrome attributed to macromolecular substances,_ such as gum acacia. The point was not investigated but children, who had received multiple transfusions of P.C.P., recovered uneventfully, and rabbits given repeated injections of P.C.P. (10 c.cm./kg.) over many months at intervals of 5 to 7 days, remained in normal health. The production, in these rabbits, moreover, ot antibodies to injected red cells from Macasus rhesus was unimpaired. Animal plasma as a substitute for human plasma-? It is too ambitious to suggest as in the annotation that an acceptable plasma substitute must be as innocuous and as effective as plasma itself. Because of its cheapness and ease of preparation, it can be of great value to doctors in those countries where there are no transfusion services. Nine personal cases are added, of which 4 presented hydrarthrosis, 2 urticaria, and 3 serum-sickness-like reaction due to parenteral administration. Local use of pencillin will give rise predominantly to contact or sensitization dermatitis, while parenteral administration will produce immediate or delayed reactions classed as (a) allergic hydrarthrosis, (b) urticaria, (c) simulating serum sickness, and (d) anaphylactic-shock-like syndrome.
The frequency of these reactions to parenteral penicillin has been put at varying figures between 0.56 per cent and 5.7 per cent. The former is probably nearer the truth. So long as penicillin remains unsynthesized a categorical answer as to whether the reaction is due to impurities or active principle is impossible. The search for specific serum antibodies has so far given no convincing results. All that is known is that a small number of people are susceptible to penicillin sensitization, and that this susceptibility is greatly enhanced in the presence of skin infections, especially those due to a fungus. Previous penicillin treatment, parenteral or local, can predispose to allergic reactions. Some of these may be very severe and call for cessation of treatment; attempts at desensitization have been made by some workers. O'Donovan and Klorfajn successfully desensitized one of their patients by repeated oral doses of penicillin.
Skin tests have given variable results; the patch test is easy to perform and is frequently positive. Dr. P. Headon suggested dry powdered penicillin on a square of gauze applied to the skin of the chest or arms. In case 5 a positive result was obtained two hours after application, the patient complaining of itching in the right hand and swelling of the lips. The test was also positive in case 4, in which it was performed at the time of recovery; the same patient had a negative intradermal test. Adrenaline hydrochloride hypodermically and ephedrine orally gave rapid relief. These drugs should be repeated at frequent intervals in conjunction with small doses of phenobarbitone. ' Benadryl', the new anti-histamine drug, may be found useful in the treatment of manifestations of penicillin hypersensitivity, especially in cases with marked urticaria.
What should be done if penicillin is again indicated in a case with a history of extensive urticaria following previous penicillin treatment with subsequent recovery ? Most observers are of the opinion that the drug should not be withheld if it is considered important to the treatment. The patient should be watched, and if an unusually severe reaction occurs, cessation of penicillin will have to be considered. No useful purpose is served by changing to another commercial batch. Dr. A. E. Shaw suggested the use of skin tests to discover susceptible individuals, especially among those who have had (a) penicillin onecormore previously; (b) a history of allergy, such as asthma, migraine, hay-fever; (c) Region) It is to be hoped that all clinicians who order or ?ive a blood transfusion will appreciate the importance of abhoring the use of the term 'universal donor'. As group-A and group-0 people are, roughly speaking, numerically equal, if patients were grouped before transfusion, the demands for A and 0 blood could be made nearly equal; people of groups B and AB can of course be used to provide plasma. With donor panels decreasing in most regions, the urgent need for groupto-group transfusion cannot be too emphasized.
I think it is a pity to suggest that direct compatibility tests can be omitted even ' where urgency is too extreme to permit of such a test'. Surely the j>atient can and should be saved temporarily by the use of plasma until correctly matched blood is available. As an aid to routine compatibility tests in those patients who may require blood urgently {e.g. severe postpartum haemorrhage), it should be an automatic Procedure that when a woman goes into labour, a specimen of her venous blood is withdrawn into a sterile tube. Her serum is then available for the ?direct compatibility test should she require blood. (Abstracted from the Journal of the American Medical ?Association, Vol. 133, No. 2, 11th January, 1947, p. 87) It is evident that a high incidence of vestibular disturbance and a number of cases of deafness, either transitory or permanent, will occur with the use of streptomycin of even the best current manufacture if targe' doses of the drug are given over prolonged Periods.
Otic Complications of Streptomycin Therapy
It is hoped that it can be proved that the toxic symptoms are caused by impurities in the drug.
Fortunately patients seem to recover from deafness m the majority of cases, and even if the caloric response remains negative, the accessory balance mechanisms compensate marvellously for totally dead labyrinths, so that this need not be feared. In fact, the vertigo usually lessens even if the therapy is continued in spite of it.
The mechanism of the otic complications of streptomycin therapy is not clear. The cause could be either a labyrinthine or retrolabyrinthine lesion. Examination of pathologic material to date from the brains of dogs and human beings has failed to show any lesion attributable to streptomycin in the auditory tracts.
Satisfactory temporal bone material is not yet available for study.
Eighty-one streptomycin-treated patients were examined for evidence of aural toxicity. Two months after the cessation of therapy 3 of these patients showed an absence of vestibular response.
During the third month after therapy 1 of these 3 has shown increasing recovery of response. All 3 complained spontaneously of dizziness during treatment.. Anothei patient showed a severe loss of hearing two weeks after treatment. One month after treatment he had shown decided improvement in hearing. He had a normal vestibular response throughout. The occurrence of otic symptoms during streptomycin therapy should call for a reconsideration of the case before continuing the administration of the drug. If streptomycin therapy is continued, the drug with another manufacturer's lot number should be tried.
An audiogram and vestibular test should be performed before the initiation of streptomycin therapy.
The low tone and high tone losses here reported are probably not due to streptomycin except in 2 cases. promise in cancer of the throat, uterine cervix and breast. The preparation is made from dead protozoa of the species Trypanosoma cruzi. The material is said to localize in tumours and destroy them. In a second release (Ibid., 6 : 12, October 23, 1946) from the Russian Embassy there is a brief mention of another method said to be based on observations by Besredka. He found that a certain degree of immunity sometimes developed to transplanted tumours in animals when the transplants were made intracutaneously. Krasheninnikov used the method in 2 cases of human gastritic cancer and 2 in which the type of primary tumour is not stated. He excised 1 to 2 gin. of cancer tissue, wrapped it in a piece of omentum and transplanted it under the skin of the abdomen. It, is stated that the transplant resolved promptly, as did also the primary tumour. It was believed that the transplanted cancer played the role of an autovaccine. The function of the omentum, presumably, was to supply cells for the fabrication of immune bodies.
Hedblom's Syndrome (Abstracted from the Medical Press, No. 5613, 4th December, 1946, p. 414, under Current Topics) That many of the symptom-complexes met with in everyday practice are ' missing' from the orthodox treatises on systematic medicine is a commonplace to the family practitioner.
Recently the writer has encountered three cases of ' acute primary diaphragmitis'. The clinical picture, as described, includes inspiratory pain (ponopnoea) on the affected side, limitation of mobility of the lower chest wall, and a tendency to a flaring out ^ of the lower costal margin with' each inspiration. Pain in the right or left upper quadrant of the abdomen with associated muscle spasm may be found. Pain in the homolateral shoulder and the trapezoid ridge may be complained of by the patient. X-ray appearances show a tendency to raising of the involved diaphragmatic leaf; mobility may be diminished or absent. The severity of these symptoms is variable. Treatment has been primarily symptomatic. Sedatives and [May, 1947 physical December, 1946, p. 414, under Current Topics) After treating a man for corneal ulceration and a diplococcus infection by penicillin instillations, it was found that he developed a severe reaction. Penicillin ointment was then substituted; again he had a definite reaction. Two injections of 15,000 units of penicillin provoked a severe generalized rash over the body.
A month later he ate Roquefort cheese containing some of the mould. He developed the same kind of rash.
Some of the moulds in Roquefort cheese belong to the penicillin group, but since penicillin is a product of the metabolism of the mould, it is not known whether there are cross reactions between penicillin and the mould itself. The case recorded may have been an example of penicillin activity by mouth.
A. B. R. C.
Drowsiness from Benadryl
(From the Lancet, ii, 30th November, 1946, p. 800)
The drug 'Benadryl' (B-dimethylaminoethyl benzliydryl ether hydrochloride) has anti-allergic properties and also an anti-histamine action which enables it to relieve spasm of smooth muscle. It is given by mouth in capsules of 50 mg., the average adult dose being one to four capsules daily. It has been used with great success in urticaria, angioneurotic cedema, erythema multiforme, and hay fever; and Wilcox has shown that the urticaria which occasionally follows penicillin therapy also responds well. It is not, however, without toxic effects, the most prominent being drowsiness; and Slater and Francis describe a case> in which an accident resulted from this symptom.
A hay-fever patient took a 50 mg. capsule of benadryl at 7 a.m. and complained of feeling drowsy on starting work at 8 a.m. An hour later, while driving an electric platform cargo truck, he lost control and jumped off the truck. He was not hurt, but the truck ran off the platform and was wrecked.
More than half the patients taking benadryl notice slight drowsiness, and a few sleep for anything up to 18 hours at night, though this effect usually wears off in a day or two. When drowsiness is severe the dose may be reduced to 10-20 mg. A possible alternative would be to give amphetamine (' Benzedrine') in doses of 5 or 10 mg. at the same time. In the treatment of epilepsy it has been found that large doses of phenobarbitone {e.g. gr. 3 daily), which alone produce intolerable drowsiness, will still have the same effect on the fits if given in conjunction with amphetamine, though their hypnotic action is much reduced. During the recent war a number of puzzling dermatological problems arose in those theatres where mepacrine was employed in. the prophylaxis or treatment of malaria.
The syndrome has certain distinctive features, among which are the pigmentation and lichenoid changes. It tends to affect seborrhoeic sites, but readily progresses to a general affection, with secondary sepsis and ulceration, and it runs a protracted course. Irritation is not a marked feature of the condition. It includes the following three types of reaction, and though all stages may be seen in the same patient, the lichenoid and generalized eruptions commonly follow the patchy eczematoid. (1) The patchy eczematoid type accounts for 30 to 40 per cent of cases; the hands and feet, groins, eyes and ears are the sites of election. (2) The hypertrophic lichenoid type may arise as such primarily but usually follows the former type. Spread is rapid, and the appearances resemble a very severe and unusually extensive chronic hypertrophic lichen planus. Mucous membranes are involved, as are the scalp and the face. The latter is rarely attacked in true lichen planus. A peculiar bluish-grey pigmentation occurs. The typical polygonal papules with flat, shining surface are absent, and the glans penis is not affected. (3) The generalized exfoliative type usually follows upon the eczematoid or lichenoid. If it is a primary occurrence it may be acute and cedematous and cause pyrexia.
The patients are ill and unfit for duty, are in hospital for an average period of three and a half months after being evacuated from the tropics, and may not recover for six to twelve months. Pigmentation may be very persistent and in some cases a fine reticular atrophy is seen. Hair and nails were often shed, but they grew again in all cases observed. No drug therapy proved of value except penicillin for the secondary sepsis that was a frequent complication. As the result of the extensive use of quinacrine ?hydrochloride (atabrine) as an antimalarial drug during tiie war, its pharmacologic properties have become well known and have been discussed thoroughly in the literature. Temporary yellow discoloration of the skin and certain types of associated skin reaction, including bluish pigmentation of the nails and palate, due to the prolonged use of atabrine as an antimalarial prophylactic, have also been reported and observed by army
Physicians.
It is well known that atabrine when given orally accumulates in the tissues and is slowly excreted from the body. When its use is discontinued, excretion continues for long periods. Our present discussion shows that it is still present in the nails a year or more after regular oral ingestion of the drug has been stopped.
The present study was accidentally inspired by one of the authors (J. E. G., who had recently spent almost two years as an army physician in the tropics) when he noticed a bright greenish yellow fluorescence of his own fingernails while examining a child for tinea capitis under Wood's light in his office. The other author (P. L. S.) had also noticed similar fluorescence to ultraviolet light while making a previous study of deposits of atabrine in the hard palate and fingernails.
Observations on 511 General Hospital patients of ALL TYPES AND DEDUCTIONS
Patients still on atabrine antimalarial prophylaxis or those on atabrine therapy showed the characteristic Kreenish yellow fluorescence of all the nails under ^ ood's light all the way to the cuticle.
2. Those who had not taken atabrine for a month or more showed normal pearl white fluorescence in the Proximal nail with greenish yellow fluorescence distally. The pearly white area corresponds to the nail growth m this period.
3. The proximal clearing was apparent in the fingernails before it appeared in the toenails after atabrine Was discontinued. 4. Atabrine fluorescence tended to disappear entirely from the fingernails three to six months after the drug was stopped. In the hands, the nails of the thumb and forefinger tended to loose the fluorescence last. In the fingernails of one patient, however, the atabrine fluorescence was present in the nails of the ring fingers and toes only four months after discontinuing atabrine. 5. Atabrine fluorescence usually did not disappear from all nails until about one year after the drug was stopped. The great toenails frequently remain fluorescent several months longer than the others. 6. Studies of women's nails were in general unsatisfactory, because of staining from nail lacquer present or recently applied. A case of association of macroglossia with amyloidosis was described. Patient, aged 63 years, gave a history of six weeks' dysphagia, the difficulty in swallowing being greater for solid than for liquid food, and giving an impression of food lodging in the throat. There was no pain. Radiography of the spine showed only senile osteoporosis of the vertebra.
Physical examination showed a pale wasted dehydrated man. His speech was thick and indistinct, but his voice was not hoarse. His tongue was enlarged in all dimensions but did not fill the mouth completely.
It was strikingly immobile, furred, and dry, and felt uniformly hard. No ulcer was seen. The submaxillary glands were slightly enlarged but not hard, and there were several palpable glands of the same consistence in both anterior triangles of the neck. The sternomastoid muscles felt curiously indurated, but movements of the neck were not appreciably limited.
Laryngoscopy showed an cedematous type of swelling in the subglottic region, but no ulceration. Wassermann reaction negative. Radiography of the chest showed senile changes only.
A barium swallow suggested a filling defect in the upper end of the oesophagus.
After an unsuccessful attempt in introducing the cosophagoscope the patient died of coronary thrombosis as found in the necropsy. The whole tongue appeared to consist of pale homogeneous tissue, the cut surface of which, when stained with iodine, gave the mahogany colour typical of amyloid disease. The oesophagus formed a rigid tube, and its cut surface gave the same reaction with iodine. The other organs were not remarkable, except that the gall-bladder contained ' mixed' stones and inspissated pus. The liver, spleen, and kidneys appeared normal macroscopically.
The tongue, oesophagus, buccal mucosa, sternomastoid, and heart showed typical amyloid tissue, staining well with methyl violet. Apart from a few deposits of amyloid material in the glomerular tufts of the kidney, the liver, spleen and kidney were normal.
Amyloidosis with macroglossia appears to be a different condition from the classical form of amyloid disease due to protracted suppuration, tuberculosis, syphilis, Hodgkin's disease, etc. Unlike the latter, the amyloidosis has no predilection for liver, spleen, kidneys, and intestinal mucosa. On the contrary, these sites are completely spared or only slightly affected, and the main deposits are found in the tongue, skeletal muscles, and heart. Sometimes the skin, lungs and upper intestinal tract are involved also. None of the acknowledged causes of amyloid disease had been observed in cases of so-called atypical amyloidosis. In the case described the presence of pus in the gallbladder was not likely to be relevant, since this is a fairly common lesion not recognized as associated with amyloidosis.
Unfortunately this case threw no light on the obscure ajtiology of the condition. A paucity of clinical symptoms and a hyperlymphocytosis are characteristic of this communicable disease. No bacteria or viruses have been isolated, and Smith found an incubation period of 12-21 days. Biopsy of lymph-nodes shows a degeneration of the lymph follicles with proliferation of the reticulo-endothelium of the sinuses.
Most of the patients seen in the U.S.A. had no symptoms, the diagnosis being established on routine blood-counts in certain convalescent homes, orphanages, etc. The disease is almost entirely confined to children; those few with symptoms have had mild upper respiratory symptoms, low-grade pyrexia, cervical adenopathy, irritability, abdominal pain, and meningeal irritation.
Laboratory examination shows 12,000-100,000 leucocytes, with 50-90 per cent of small mature lymphocytes, and these findings may persist even up to several months. Bone-marrow smears show an increased percentage of small mature lymphocytes. No anaemia or thrombopenia develops, and the heterophil agglutination reaction is negative.
The differential diagnosis requires the exclusion of infectious mononucleosis (spleen, general adenopathy, nngina, fever, atypical immature lymphocytes, and a positive heterophil agglutination); lymphocytic leukaemia (enlarged lymph-nodes and spleen, fever, lymphoblasts, development of anaemia and thrombopenia); and pertussis (clinical course and bacteriology).
The ' communicability of this disease is attested by the institutional outbreaks in the U.S.A., showing a high attack-rate. The exact mode of transmission is not known; treatment is symptomatic. Three sporadic cases and a small outbreak pf six cases were seen in 1942 in England. The sporadic cases, in common with the first American cases of Smith, had mild fever, malaise, fatigue, slight sore throat, and slight cervical adenopathy. The remaining six cases came from one village within a fortnight. The degree of cervical adenopathy was rather striking, but the benign course, protracted lymphocytosis, and the absence of significant bacteria, anaemia, thrombopenia and heter9phil antibodies were typical.
The recently recognized disease in children is probably not really new; probably institutional outbreaks, described as mil,d atypical forms of infectious mononucleosis, were really acute infectious lymphocytosis.
Though the disease has been of special interest to pediatricians, there is no assurance of age limitation, just as there is no assurance of geographical limitation. All cases clinically detected so far have been very benign.
Diet and Canine Hysteria
By E. MELLANBY (Abstracted from the. British Medical Journal, n, 14th December, 1946, p. 885)
The practice of bleaching and improving flour bj' NCL3, known as the agene process, is responsible for a flour which produces canine hysteria. The evidence is of a direct kind; the abnormality being produced by diets containing the treated flour, samples of the same flour untreated being harmless. Substitution of the treated flour by the untreated type tends to reverse the animal's condition and allows complete recovery from the hysteria and fits, even though the animal itself may not be normal. Recovery from the slighter but more chronic condition appears to bear a relationship to the length of time the animals have received the treated flour. If they have had it for a long period?e.g. six months?recovery may not be complete even after three to four months on the untreated flour, although the more severe abnormalities, such as hysterical and epileptiform fits, will cease within 24 to 48 hours of the change of diet.
It is agreed by experts in milling practice that the agene process affects the gluten of flour particularly. Chlorine can act energetically upon gluten, and the nature of the reaction includes the entrance of chlorine into such important parts of the gluten complex as the tyrosin and tryptophane groupings. These remarks upon chlorine apply also to nitrogen trichloride and evidence has been given that its action (i.e. that of NCL3) on the protein of flour is probably similar to what we have already described in the case of chlorine.
The abnormal behaviour of the animals affected by the agenized flour suggests that the central nervous system is primarily affected by some toxic agent, but other organs may also be involved. A few dogs have died in these attacks, but ordinary post-mortem examination has not yet revealed any lesion which can be regarded as the essential one. It is clear that investigations must now be made to see whether human beings are affected by bread made from flour improved by NCL3. Penicillin in the Treatment of Thiouracil Agranulocytosis (Abstracted from the British Medical Journal, ii, 14th December, 1946, p. 899) Agranulocytosis may occur as a serious complication during treatment with methyl thiouracil. Reports in the American literature of the success of penicillin in this condition prompted its use in this case. It would seem that penicillin is a most convenient form of therapy for agranulocytosis.
A New Anti-Allergic Serum (Abstracted from the Current Science, Vol. 15, September 1946, p. 248) Allergic reactions, which appear in man after injection of horse serum, are believed to be manifestations of antigen-antibody reactions. Since the beginning of the recent war the writer has been greatly puzzled by slight but definite changes in the behaviour of certain diseases among his patients particularly regarding incidence and course and also 'he effectiveness of treatment.
He has found a wider age-incidence in such conditions as nasal catarrh, impetigo, fibrositis following mild infections; increased liability to recurrent 'colds' and increased incidence of such 'extension' conditions as conjunctivitis, Eustachian catarrh and otitis. The usual >orms of treatment have seemed gradually to lose their effect and even more advanced methods have in turn seemed to become less effective of late. For instance, before the war impetigo in children was usually curable with little difficulty by the use of ammoniated mercury ointment and later by sulphonamide therapy. Now he nnds that the sulphonamides, vaccines and even penicillin tend to take longer than at first to end the condition, with little guarantee against recurrence.
Such changes he has long suspected to be due to the lack of some factor, missing either from the changed diet or as a result of such change. By a coincidence, while using vitamin K analogue (acetomenaphthone) in the case of a nursing mother with baby suffering from steatorrhea, he was led to believe that vitamin K might be the substance involved in the changes he had observed.
As a result of this case, he experimented further in cases of obvious toxamiia due to various conditions and was frankly amazed by the results, however prejudiced he assumed himself to be and in spite of many arguments he put forward against the likelihood of their being directly attributable to the treatment Prescribed. Acetomenaphthone he first used alone and found it markedly effective in the toxic stages of the illness treated, but later added nicotinic acid as a result of the observation that even with rapid recovery the Patients either showed marked signs of deficiency^ of the latter vitamin or had recurrence of their original symptoms after apparent cure.
In some cases, such as impetigo and furunculosis, additional local or general treatment was necessary, although these latter were almost useless alone.
Many cases have been treated, including primary colds, chills, acute nasal catarrh, acute sinusitis, acute catarrhal bronchitis, influenza, and chronic tonsillar and dental sepsis.
He has also observed that in patients requiring morphine or its derivatives while being treated with acetomenaphthone, the expected nausea and malaise were absent. The diversity of conditions which seem susceptible to treatment with vitamin K suggests that this vitamin may have some importance in the mechanism of resistance to infection,_ possibly by facilitating detoxication. As prothrombin, an essential factor in the defence of the body, is synthesized by the liver with the aid of vitamin K, and since the liver, the chief detoxicating centre of the body, is responsible, by virtue of its secretion of bile salts, for the absorption of this vitamin, it seems likely that vitamin K might also be essential to the liver in that other phase of defence, namely, detoxication. shown. The child had been born at term and the confinement was normal. His birth weight was seven pounds and seven ounces. His mother suffered from a. twisted ovarian cyst when she was five months pregnant, but this subsided with the administration of morphine. She had a number of small vaginal haemorrhages from six months till term. She had suffered from no infectious disease. The baby sucked poorly and breast feeding could not be established. No trouble was experienced with artificial feeding. At first ' Lactogen' and later cow's milk mixtures were used.
The child was first seen when he was seven months old. The mother had observed some stiffness of the legs and hips and had commented on the fact that he had kept his fists clenched. She reported that he had been backward in development and made peculiar snorting noises. At seven months he weighed eighteen pounds six ounces, and his head circumference was eighteen and seven-eighth inches. The forehead was prominent. The breathing was snuffly, though no nasal discharge was present. The features were coarse and he was retarded mentally. There was limitation of movement at the elbows, fingers and knees._ The corneae were not clouded. No localized kyphosis was present and the spleen was not palpable. Dr. Colin Macdonald had reported that the x-ray appearances were consistent with a diagnosis of dysostosis multiplex. There was thickening of the frontal bones, the supraorbital ridges being wide and prominent. The calvarium presented a ground-glass appearance and the sella, turcica was small. The ribs were thick and heavy. The vertebrae showed some degrees of platyspondvlisis, but a hook on the anterior aspect of the twelfth thoracic or first lumbar vertebra could not be demonstrated. X-ray examination of the pelvis revealed [May, 1947 bilateral subluxation of the hips and coxa vctlga. The subluxation was poorly defined on each side. The femora were thicker than normal.
All the stigmata were not present, but sufficient evidence was present to justify his making a definite diagnosis and leaving it in the category of forme jruste. A comprehensive article on the subject with good illustrations could be studied in The Quarterly The post-mortem examination was limited to a study of the lungs. There were numerous adhesions between the visceral and the parietal pleura. Approximately 300 c.c, of serosanguineous fluid were present in each pleural cavity. The bronchi contained considerable tenacious mucosanguineous exudate. ' Numerous irregular-shaped regions of increased density were scattered throughout both lungs. The pleura was thickened over these regions, and adhesions were frquently present. The cut section revealed these areas to be of varying size and shape. The largest measured roughly 5.0 cm. in its greatest extent, while the smallest were only a few millimetres in diameter.
Some of the latter resembled tubercles. The nodular regions were greyish-yellow and firm to palpation, and no exudate could be expressed from them. In the lower lobes there were larger, dark red, consolidated regions at the bases which exuded serum and blood.
The bronchi contained mucus, and the walls of some of them were greatly thickened. The alveoli appeared dilated, especially in the upper lobes. Portions of the nodular and the consolidated regions were removed with sterile instruments and referred . . . for culture and guinea-pig inoculation with a view to the possible presence of Mycobacterium tuberculosis. The results were reported as negative. ' Sections taken from the firm, scarlike regions revealed extensive replacement of the normal parenchyma of the lung by masses of fibroblasts and collagenous fibres. In the meshes of the latter were large numbers of eosinophilic leukocytes, plasma cells, lymphocytes and some giant cells. These cells were found in focal collections and also diffusely distributed throughout the new connective tissue. The appearance was that of an unusual form of organized pneumonia in which there was an abnormally large number of eosinophilic leukocytes. In some portions of the pneumonic process there was also focal, tubercle-like lesions. The centres of these lesions consisted of acidophilic granular necrotic material. Mononuclear cells and fibroblasts could sometimes be observed in between the clumps of acidophilic granular necrotic debris. Eosinophilic granules could be detected in the clumps of granular material. Large histocvtes, epithelioid cells and fibroblasts surrounded the central portion of the lesion. These cells were usually arranged radially. ^n outer zone of eosinophilic leukocytes, plasma cells and lymphocytes was present. Multinucleated giant cells oj variable shape and nuclear arrangement were observed occasionally in the tubercle-like lesions. The lattei did not have the typical appearance of the tubercles of tuberculosis. A superficial resemblance to the granulomatous lesion of rheumatic fever was discernible-The walls of the arteries and arterioles were moderately thickened. The capillaries were dilated, and haemorrhages were common. There was a severe periarterial and pericapillary inflammatory process in which eosinophilic leukocytes and plasma cells were the principal cellular elements. Actual necrosis of the arterial and venous walls was occasionally observed. In the region surrounding the organized pneumonia the alveolar walls were much thickened by a cellular exudate consisting largely of eosinophilic leukocytes, plasma cells and lymphocytes. This portion had the appearance of interstitial pneumonia. Moderate emphysema was present. ' In sections of the lower lobes a more recent inflammatory process was evident. The alveoli contained serum, red cells and fibrin in addition to the cellular elements observed in the upper lobe. Large phagocytic cells were numerous and were found to contain vacuoles and pigment. Beginning organization of intraalveolar fibrin was occasionally observed. The same vascular changes were observed as were present in the upper lobe. The tubercle-like lesions were frequently present. The bronchioles were filled with mucus and desquamated epithelial cells. Thickening and hyalinization of the basement membrane were prominent.
There was no evidence of hypertrophy of the musculature but the walls were infiltrated with eosinophilic leukocytes and plasma cells. Interstitial pneumonia was also present in some regions. Moderate to severe emphysema was observed. Arteriolar sclerosis was graded 3 (on the basis of 1 to 4, in which 1 designates the least and 4 the greatest amount of sclerosis). ' Sections of the upper and the lower lobes were appropriately stained for bacilli of tuberculosis, but no organisms could be found. No micro-organisms could be detected in sections stained by the Brown-Gram method.'
Treatment of Ulcerative Colitis with Thiouracil
By L. MARTIN (Abstracted from the Lancet, ii, 28th December, 1946, p. 944) Administration of thiouracil in three cases, and methyl thiouracil in one case, of ulcerative colitis in relapse was followed by immediate improvement.
Hypothyroidism was not induced.
Further trials are needed to determine the necessary duration of treatment and to detect any effect on the natural course of the disease.
Thiouracil is chemically similar to synthetic 5-methyl uracil, which is effective in treatment of the anaemia and diarrhoea of tropical sprue.
